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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1 .1 14, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
08/03/2004 has been entered. Claims 1, 5, 16, and 28 are amended. Claims 1-8, 16, 
28, and 29 are pending and examined on merits. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office Action. 

This Office action contains new ground of rejection. 

Claim Rejections - 35 USC § 112, Withdrawn 
The rejection of claim 5 under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the written description requirement is withdrawn in view of the amendment. 
Claim Rejections - 35 USC § 103, Withdrawn 
The rejection of claims 1-8, 16, 22, 28, and 29 under 35 U.S.C. 103(a) as being 
unpatentable over any one of Tanaka etal (IDS, #1711998, Proc. Natl. Acad. Sci. USA. 
vol. 95, pages 10164-9), He et al (IDS # 93, 1997, Science vol. 275, pages 1652-4), or 
Wang et al (IDS #184, 1996, J. Biol. Chem. vol. 271, pages 4468-76) in view of 
Campbell, A. (1986, Monoclonal antibody technology, chapter 1 only, Elsevier Science 
Publishers B.V., Netherlands) is withdrawn in view of the amendment. 
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The Following Are New Grounds of Rejection 
Claim Rejections - 35 USC §112 

Claims 1-8 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 recites the limitation "the malignant cell" in line 4. There is insufficient 
antecedent basis for this limitation in the claim. Amending the claim to "a malignant 
cell" in line 4, followed by "the malignant cell" in line 5 would obviate this rejection. This 
rejection affects all dependent claims. 



Claims 1-8, 16, 28, and 29 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. This is new matter rejection. 

This new matter rejection is made because of the new limitation "the antibody 
inhibits growth of a malignant cell that expresses the frizzled 5 receptor" in the newly 
amended claims 1, and 16, the new limitation "wherein the antibody is effective for 
immunotherpay of a malignant cell that overexpresses the frizzled 5 receptor" in claim 



28. 



Applicant states that the support for the amendment is found at pages 21 , 22, 25, 
and 26. However, the specification at page 21 , and 25 discloses expression pattern of 
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frizzled 2, and frizzled 5 detected by RT-PCR. The specification at page 22 discloses 
cell growth inhibition with an antibody binding to a frizzled receptor, but does not 
disclose "the antibody inhibits growth of a malignant cell that expresses the frizzled 5 
receptor". The specification at page 26 discloses the effect of an anti-frizzled 2 antibody 
on growth of cancer cells, not the effect of an anti-frizzled 5 antibody on growth of a 
malignant cell that expresses the frizzled 5 receptor. This rejection affects all 
dependent claims. 



Claims 1-8, 16, 28, and 29 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and/or use 
the invention. 

The claims are interpreted as drawn to an antibody binding to SEQ ID NO:68, or 
pharmaceutical comprising said antibody, wherein said antibody inhibits growth of a 
malignant cell that expresses the frizzled 5 receptor. 

The factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is "undue" 
include, but are not limited to: 1) nature of the invention, 2) state of the prior art, 3) 
relative skill of those in the art, 4) level of predictability in the art, 5) existence of working 
examples, 6) breadth of claims, 7) amount of direction or guidance by the inventor, and 
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8) quantity of experimentation needed to make or use the invention. In re Wands, 858 
F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

The specification discloses that in comparison to normal epithelial cells, all 
HNSCC had markedly increased mRNA levels of frizzled-2. Treatment of one HNSCC 
cell line (SNU 1076) with an anti-frizzled 2 antibody inhibited proliferation and induced 
apoptosis in these cells (note Figs 4, 6, and Example 3). 

The specification does not teach whether an anti-frizzled 5 antibody would inhibit 
growth of a malignant cell that expresses the frizzled 5 receptor. However, Rhee et al., 
(Sep. 26, 2002, Oncogene vol. 21, issue 43, pages 6598-605) teach at page 6599, left 
column, under the heading Expression of Wnt and Fz mRNAs in HNSCC that "When 
compared to the housekeeping gene G3PDH, all the Wnts, as well as Fz-2, were 
expressed more frequently in HNSCC than in normal cells, while there was no 
difference in Fz-5 gene expression". This suggests that the frizzled 5 receptor might not 
be expressed on a malignant cell. Note some of authors of the peer-reviewed journal 
article are the inventors of the instant application. 

As for claims 16, and 29 reciting pharmaceutical and claim 28 reciting "effective 
for immunotherapy", Rhee et al., which was published two years after the instant 
application had been filed, discloses at page 6599, left column that "the Wnt and Fz 
genes are frequently overexpressed in HNSCC, and might be attractive targets for both 
immunotherapy and drug therapy." This suggests that some Wnt and Fz genes 
overexpressed in HNSCC might be attractive targets for both immunotherapy and drug 
therapy. This indicates that frizzled 5 receptor which is not overexpressed in those 
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cancer cell lines tested does not appear to be a good target for immunotherapy or drug 
therapy. Further, even those frizzled genes that are overexpressed in the tested cancer 
cell lines, pharmaceutical development is a way in the future. In other words, a 
pharmaceutical against frizzled receptor overexpressed has not been developed yet. 
Inherent in pharmaceutical is in vivo use. The specification does not teach any antibody 
to instant SEQ ID NO:68 capable of treating any disease. Based on Rhee et al., one of 
skilled in the art has to screen a large clinical samples to see which malignant cell 
expresses the frizzled 5, followed by screening for an anti-frizzled 5 antibody capable of 
binding instant SEQ ID NO:68 that inhibits growth of a malignant cell or is effective. The 
specification has not even established whether frizzled 5 receptor overexpresses in any 
in vivo malignant cell as compared to normal healthy control, nor does the specification 
teach a single species of a purified antibody that binds to an extracellular domain of a 
frizzled 5 receptor, wherein the antibody inhibits growth of a malignant cell that 
expresses the frizzled 5 receptor. 

It is noted that law requires that the disclosure of an application shall inform 
those skilled in the art how to make the alleged discovery, not how to screen it for them. 

Considering the unpredictable state of art, limited guidance, no examples in the 
specification how to use the instantly claimed invention, broad breath of the claims, it is 
concluded that undue experimentation is required to practice the invention. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MISOOK YU, Ph.D. whose telephone number is 571- 
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272-0839. The examiner can normally be reached on 8 A.M. to 5:30 P.M., every other 



If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey C Siew can be reached on 571-272-0787. The fax phone number 
for the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Friday off. 



MISOOK YU, Ph.D. 
Examiner 
Art Unit 1642 




